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prepared in 5% dextrose solution at a concentration of 2.5 mg/mL. A bolus injection 

of the suspension was tolerated when administrated to dogs. 
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AB The title compound (I.HOAc) is prepared by reaction of an activated derivative of 
2, 5-bis (2, 2, 2-trif luoroethoxy) benzoic acid (II) with 

2-azaindolizidine (III) to give the heterocyclic amide IV as the HC1 salt, 
which is selectively hydrolyzed to I followed by salification with glacial 
HOAc. Thus, II was treated with S0C12 at room temperature to give the acid 
chloride, which reacted with distilled III in CH2C12 to give 97% IV.HC1. The 
latter was hydrolyzed with aqueous HC1 in EtOH to give 81% I, which was 
treated with HOAc in Me2CHOH. 
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discrete, solid particles which contain an 
embedded component such as a heat sensitive or readily 
oxidizable pharmaceutically, biol., or nutritionally active component are 
continuously produced without substantial destruction of the matrix 
material or encapsulant. A release-rate controlling component is 
incorporated into the matrix to control the rate of release of the 
encapsulant from the particles. The addnl . component may be a hydrophobic 
component or a high water binding capacity component for extending the 
release time. The plasticizable matrix material, such as starch, is 
admixed with at least one plasticizer, such as water, and at least one 
release-rate controlling component under low shear mixing conditions to 
plasticize the plasticizable material without substantially destroying the 
at least one plasticizable material and to obtain a substantially 
homogeneous plasticized mass. The plasticizer content is substantially 
reduced and the temperature of the plasticized mass is substantially reduced 
prior to admixing the plasticized mass with the encapsulant to avoid 
substantial destruction of the encapsulant and to obtain a formable, 
extrudable mixture The mixture is extruded though a die without substantial 
or essentially no expansion and cut into discrete, relatively dense 
particles. Release properties may also be controlled by precoating the 
encapsulant and/or coating the extruded particles with a film-forming 
component. An example of encapsulation of acetylcysteine is given using 
starch, polyethylene, glycerol monostearate , and vegetable oil. 
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AB The title compound (I.HOAc) is prepared by reaction of an activated derivative of 
2, 5-bis (2, 2, 2-trif luoroethoxy) benzoic acid (II) with 

2-azaindolizidine (III) to give the heterocyclic amide IV as the HC1 salt, 
which is selectively hydrolyzed to I followed by salification with glacial 
HOAc. Thus, II was treated with SOC12 at room temperature to give the acid 
chloride, which reacted with distilled III in CH2C12 to give 97% IV.HC1. The 
latter was hydrolyzed with aqueous HC1 in EtOH to give 81% I, which was 
treated with HOAc in Me2CHOH. 
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AB The title compds. [I; Rl = acyl, (un) substituted lower alkenyl, lower 
alkyl; R2 = H, lower alkyl, lower alkoxy, etc.; R1R2 = lower alkylene, 
lower alkenylene (may include O, S, NH, N-alkyl) ; R3 = H, halo; R4 = 
(un) substituted heterocyclyl , aryl; A = CONR9, N(R10)CO (wherein R9, R10 = 
H, (un) substituted lower alkyl)], and their pharmaceutical ly acceptable 
salts, inhibitors of bone resorption and bone metabolism, were prepared Thus, 
hydrogenation of 1, 2 -dimethyl -4 -nitro- lH-benzimidazole over 10% Pd/C in 
MeOH followed by reaction of the resulting 4 -amino- 1 , 2 -dimethyl -1H- 
benzimidazole with 2 , 6-dichlorobenzoyl chloride in the presence of Et3N in 
ethylene chloride afforded I [Rl, R2 = Me; R3 = H; R4 = 2,6-C12C6H3; A = 
NHCO] . Compds. I are effective at 0.1-1000 mg/body/day. 
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(Reactant or reagent) 

(preparation of benzimidazoles for the prevention and/or the treatment of 
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AB The title compds . [I; Rl = acyl, (un) substituted lower alkenyl, lower 
alkyl; R2 = H, lower alkyl, lower alkoxy, etc.; R1R2 = lower alkylene, 
lower alkenylene (may include O, S, NH, N-alkyl) ; R3 = H, halo; R4 = 
(un) substituted heterocyclyl , aryl; A = CONR9, N (R10) CO (wherein R9, R10 = 
H, (un) substituted lower alkyl)], and their pharmaceutically acceptable 
salts, inhibitors of bone resorption and bone metabolism, were prepared Thus, 
hydrogenation of 1, 2-dimethyl-4-nitro-lH-benzimidazole over 10% Pd/C in 
MeOH followed by reaction of the resulting 4 -amino- 1, 2 -dimethyl -1H- 



beiizimidazole with 2 , 6-dichlorobenzoyl chloride in the presence of Et3N in 
ethylene chloride afforded I [Rl, R2 = Me; R3 = H; R4 = 2,6-C12C6H3; A = 
NHCO] . Compds. I are effective at 0.1-1000 mg/body/day. 
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The isoxazoles I [R=H, alkoxycarbonyl , etc.;A=C(0)W and B=R1 or A=C(0)R1 
and B=W; W= (un) substituted Ph;Rl= (cyclo) alkyl or (un) substituted Ph] are 
acaricides, insecticides and nematocides. Thus, 4 - [4-bromo-2- (2 , 2 , 3 , 3 , 3 - 
pentaf luoropropoxymethyl) benzoyl] -5-cyclopropylisoxazole (preparation given) 
controlled the two-spotted spider mite. 
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Synthesis of Polyfluoro Aromatic Ethers: A Facile 
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The polyfluoro aromatic ethers C6F5CH20RF [RF = CF3 , C2F5, CH2CF3, CF(CF3)2, 
C(CF3)3, C(CF3)2C6F5, C (CF3 ) 20CH2CF3 , C (C6F5 ) 2CF3 ] , 4- 

CF3CH20C6F4CH20CH2CF3 , and C6F5CH20CF2CF20CH2C6F5 were synthesized from 
C6F5CH2Br in the presence of CsF by reaction with the perfluoro carbonyl 
compds. COF2, CF3C(0)F, C6F5COF, (C6F5)2CO, (CF3)2CO, and (COF)2; reaction 
with polyfluoro siloxanes CF3CH20Si (CH3 ) 3 and C6F50Si (CH3 ) 3 ; or reaction 
with polyf luoroalkoxides generated from the fluorinated silanes 
CF3Si(CH3)3, C6F5Si(CH3)3, and CF3CH20Si (CH3) 3 reacting with the carbonyl 
compds. listed above. Single-crystal X-ray anal, of C6F5CH20C (C6F5) 2CF3 
was reported. Reactivities of the carbonyl substrates and the 
silicon-containing reagents are discussed as a function of the alkyl (aryl) 
substituents present. 
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